Introduction
Cholera continues to be a global public health threat, with 150 000 cases per year reported from sub-Saharan Africa. 1 While universal access to safe water and sanitation is the ultimate solution, the development of such infrastructure and associated behaviour change may take years at the current pace. 2 Relieving the burden of cholera today requires both short-term and long-term approaches.
Oral cholera vaccine, which protects for at least three years, 3 can play an important role in short-term risk reduction, complementing long-term water and sanitation interventions. More than 20 000 000 doses of the vaccine have been used across the world, primarily during emergencies. 4 In the light of increased global availability of the vaccine, in 2015 the global cholera vaccine stockpile 4, 5 was extended for use in areas experiencing recurrent cholera outbreaks. Emergency vaccination campaigns, including campaigns in Malawi, 6, 7 have largely been conducted with the support of nongovernmental organizations (NGOs), with little integration into local health systems. Vaccine use in areas with recurrent cholera transmission provides an opportunity for comprehensive cholera prevention integrated with government health and infrastructure programmes.
The Malawi national cholera prevention and control plan, developed in 2016-2017, took a comprehensive approach that includes enhanced leadership, disease surveillance, laboratory support, clinical care, cholera vaccination, provision of safe water and sanitation, and social and behavioural changes. To ensure the best use of the vaccine, which is typically delivered to the whole population (≥ 1 years old) in mass campaigns, 4 the plan called for the elaboration and implementation of a national cholera vaccine deployment plan in areas with regular cholera transmission. Here we describe the process of synthesizing historical data and local knowledge across sectors to plan this first multi-year non-emergency use of the stockpile.
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Local setting
We collated data on cases of cholera in Malawi from [2001] [2002] [2003] [2004] [2005] [2006] [2007] [2008] [2009] [2010] [2011] [2012] [2013] [2014] [2015] [2016] Moderate-to-high mean annual incidence was defined as > 1 cholera case per 10 000 population.
c High-incidence subdistricts were defined as those with ≥ 10% of the population or ≥ 100 000 people living in an area with an annual cholera incidence > 1 per 1000 population; moderate incidence subdistricts were those with mean annual incidence > 1 per 10 000 population.
d
Key populations at-risk of cholera were defined as fisherman, refugees and internally displaced persons. Notes: The number of doses delivered was sometimes above what was planned because there were changes in the population at-risk particularly due to outbreaks. Karonga and Salima campaigns were accelerated due to outbreaks that started before vaccination. Due to the geographically widespread outbreak in Lilongwe, the target population was expanded for a planned campaign in April to May 2018.
Approach
The process started in early 2016 with a desk review and analysis of previous surveillance and risk factor data. To prioritize districts for vaccination we focused on three measures of burden for each district: (i) mean annual incidence of cholera (cholera in this paper refers to suspected cholera as cases were not systematically confirmed); (ii) its coefficient of variation (capturing the year-to-year variability in incidence); and (iii) the number of years of reporting cholera. Using Bayesian mapping techniques we combined cholera case reports from 2010-2016 and data on population density 8 and on access to water and sanitation 9 to map the average annual cholera incidence in areas of 20 km × 20 km and to classify subdistricts according to different incidence thresholds. 1 Based on the mapping analyses, we found that 437 023 people (95% credible interval, CrI: 96 154-1 604 563) from four districts lived in high-incidence subdistricts (≥ 10% of the population or ≥ 100 000 people living in an area with annual cholera incidence > 1 per 1000 population). A total of 2 429 009 people (95% CrI: 648 642-4 872 006) from 12 districts lived in moderateto-high incidence subdistricts where the mean annual incidence exceeded 1 per 10 000 population. The majority of subdistricts with high or moderateto-high incidence were located in three main areas: lower Shire River basin, Lake Chilwa area and northern Lake Malawi area (Fig. 3) . Data from these areas were similar to but not in complete agreement with the results of the annual districtlevel analyses (Table 1) .
From 28 February 2017 to 2 March 2017, stakeholders met to validate the Malawi national cholera prevention and control plan and to propose an integrated national oral cholera vaccine plan, to submit a request to the global stockpile. National and district-level health ministry officials joined experts from NGOs, international organizations and academia, to review the epidemiological data. This process was supplemented with contextual data (such as access to water, sanitation and hygiene) and with qualitative information presented by district health leaders representing each of Malawi's three regions. These presentations highlighted specific populations (such as fishermen) that were disproportionally affected by cholera and which routine surveillance data did not capture. Stakeholders worked in groups to prioritize districts based on the raw and summary data. Each group presented the rationale for their prioritization and were offered an opportunity to adjust these according to comments from the whole group. The key reasons for selecting high-priority districts were similar across groups and included: historic cholera incidence (focused on 2011-2016); frequency of cholera reports; local water and sanitation conditions; presence of difficult environmental or social conditions for improving water and sanitation infrastructure; a shared border with Mozambique; and the presence of key populations such as fishermen and refugees.
After the two-day deliberation, we compiled the district rankings from each stakeholder group, with a clear consensus on five high-priority districts (Chikwawa, Machinga, Nsanje, Phalombe and Zomba). Another four districts (Blantyre, Karonga, Lilongwe and Salima) were high-priority for half or more of the groups. Three additional districts (Dowa, Mangochi and Nkhatabay) were high-priority for at least one group and medium priority for the rest ( Table 1 ). The stakeholders agreed that these 12 districts would move to the final planning stage, where priority subpopulations would be identified. All priority districts except Dowa, home to a large refugee camp, frequently report cases (that is, low coefficient of variation in Fig. 4 ) with relatively high mean annual incidence and were identified as moderate-to-high incidence districts in the data review exercises conducted before the meeting (Table 1) .
Next, a health ministry-led team took the recommendations from the stakeholder meeting and began drafting a national oral cholera vaccine plan. Within each priority district, district health officials were asked to select priority areas for vaccination, considering three components: (i) history of confirmed cholera; (ii) water and sanitation indicators; and (iii) presence of highrisk populations such as fishermen and displaced people. No limit was placed on the number of potential high-priority people proposed for each district, but the combined population of more than 9 million from all 12 districts would likely be too large as a national allocation from current global vaccine supplies. Oral cholera vaccination in Malawi Andrew S Azman et al.
In the final stage, in consultation with United Nations Children's Fund, the Ministry of Agriculture, Irrigation and Water Development and others, the health ministry drafted an application for 3.2 million doses of vaccine to be provided in six phases over 20 months in 12 districts. The vaccine would be targeted on all people aged 1 year and older, including pregnant women, and delivered through mass campaigns centred on health ministry facilities. Vaccines would be administered by the community health workers who were typically involved in routine immunization activities. Along with each campaign, several partners, including NGOs and national and international academic institutions, agreed to assist with monitoring and evaluation. These activities included coverage surveys, longer-term impact assessments and enhanced surveillance, all designed to help improve future oral cholera vaccine programmes and to better understand how oral cholera vaccine may affect the burden of disease in the medium to long term. The application was reviewed by the Global Taskforce for Cholera Control and accepted in April 2017.
Relevant changes
Limited global supplies of oral cholera vaccine and competing emergency response needs led to a slow initial start to implementation of the plan. Between June 2017 and April 2018, 1 049 074 doses of vaccine were administered via campaigns in five districts (Chikwawa, Dowa, Karonga, Nsanje and Salima; Table 1 ). Another 1 million vaccine doses, were expected to be delivered between April and May 2018 for Lilongwe district. No formal analyses of vaccine coverage were made, but surveys showed that coverage (number of doses delivered divided by number of people targeted) was generally high in the campaigns: > 70% for two doses. It is too early to assess the impact of cholera vaccine deployments in Malawi. However, a cholera outbreak that affected all regions of Malawi from October 2017 to March 2018 resulted in few or no cases in Nsanje, Chikwawa and the Lake Chilwa area, all which have had almost annual outbreaks with moderate-to-high incidence since 2001, but had been recently vaccinated (Table 1) . 6, 7 Lessons learnt A review of historical data supplemented by the experience of local public health professionals was an efficient method to identify priority populations and plan for short-term cholera prevention activities, while yielding key data to help benchmark progress in eliminating cholera (Box 1). Years of cholera prevention work lie ahead, but these exercises set a new standard for making datadriven decisions within the country and provide valuable lessons for other countries moving forward with national cholera prevention efforts.
Oral cholera vaccine can be planned and deployed relatively quickly compared with sustainable water and sanitation interventions. Therefore, if water and sanitation needs are not met during Lessons from the field Oral cholera vaccination in Malawi Andrew S Azman et al.
the coming few years, revaccination of part, or all the population, may be required to sustain the anticipated reductions in cholera. To truly minimize cholera risk, along with numerous other health and social benefits, every effort must be made to achieve sustainable water and sanitation for all, even if this takes several vaccination cycles.
Outbreaks of cholera during the roll-out of vaccination are likely in countries like Malawi. While the plan did not explicitly address how the health ministry would adapt to urgent needs in the face of an outbreak, flexibility has been key to using the vaccine reactively and delaying vaccination in other less urgent locations. Future plans should make clear how these competing priorities will be balanced.
Maintaining sensitive and specific surveillance for cholera (including appropriate use of rapid diagnostic tests and regular training of district health officials) in the upcoming years will be key to measuring the impact of the comprehensive cholera control programme and to guide timely and appropriate responses to cholera outbreaks (Box 1). ■
Box 1. Summary of main lessons learnt
• Collation of historical data on cholera incidence was an opportunity to discuss cholera planning with each of the district governments and provided a common baseline from which to discuss priority areas.
• Augmenting detailed analyses with local information on key populations affected by cholera helped us refine priority areas and in some cases to extend priority areas beyond those identified as high-risk based solely on recent cholera incidence.
• Although vaccines are usually deployed through the health sector, involvement of the water, sanitation and hygiene sectors is key to ensuring that short-term gains from cholera vaccine are backed by longer-term progress in reducing cholera transmission. 
摘要

Резюме Пероральная вакцина против холеры при профилактике и контроле заболевания, Малави
Проблема В условиях ограниченного глобального обеспечения пероральной вакциной против холеры странам необходимо определить приоритетные области для вакцинации одновременно с разработкой долгосрочных решений, таких как объекты инфраструктуры водоснабжения и санитарии. Подход В 2017 году Малави включила пероральную вакцину против холеры в свой национальный план борьбы с этим заболеванием. Процесс начался с камеральной проверки и анализа ранее полученных данных эпиднадзора и информации о факторах риска. На консультативном совещании исследователи, должностные лица в области общественного здравоохранения и водных ресурсов и представители неправительственных и международных организаций изучили данные о местной эпидемиологической обстановке и факторах риска для определения приоритетных районов для вакцинации против холеры. Заключительным этапом стало создание заявки на получение из глобальных резервных запасов пероральной вакцины против холеры для проведения плановой вакцинации. Местные условия Малави собирает ежегодные данные о холере, и большинство районов сообщили по крайней мере об одном случае заболевания с 1970-х годов.
Осуществленные перемены В апреле 2017 года была принята заявка правительства на 3,2 миллиона доз вакцины, которые должны быть предоставлены в течение 20 месяцев в 12 районах. К апрелю 2018 года в пяти районах было введено более 1 миллиона доз вакцины. Действующий на местах эпиднадзор показал, что в районах повышенного риска, в которых была проведена вакцинация, отсутствовали вспышки холеры, несмотря на общенациональную вспышку в 2017-2018 годах. Выводы Совместное использование передовых методов картирования и информации о местной эпидемиологической обстановке помогло авторам расширить приоритетные области, помимо тех, которые были определены как районы повышенного риска по заболеваемости холерой, зарегистрированному на районном уровне. Участие секторов водоснабжения, санитарии и гигиены имеет ключевое значение для обеспечения того, чтобы краткосрочные выгоды от вакцинации против холеры подкреплялись долгосрочным прогрессом в сокращении передачи этого заболевания.
Resumen
Vacuna oral contra el cólera para la prevención y el control del cólera, Malawi
Problema Con suministros mundiales limitados de la vacuna oral contra el cólera, los países deben identificar las áreas prioritarias para la vacunación mientras se desarrollan soluciones a más largo plazo, como las infraestructuras de agua y el saneamiento.
Enfoque En 2017, Malawi integró la vacuna oral contra el cólera en su plan nacional para el control del cólera. El proceso empezó con un estudio preliminar y un análisis de los datos previos de vigilancia y factores de riesgo. En una reunión consultiva, investigadores, funcionarios nacionales de salud y agua y representantes de organizaciones no
gubernamentales e internacionales revisaron los datos y el conocimiento epidemiológico local para determinar los distritos prioritarios para la vacunación oral contra el cólera. La etapa final fue la preparación de una aplicación a la reserva global de la vacuna oral contra el cólera para usos de no emergencia. Marco regional Malawi recopila datos anuales sobre el cólera y la mayoría de los distritos han registrado casos al menos una vez desde los años setenta. Cambios importantes La solicitud del gobierno de 3,2 millones de dosis de vacunas para suministrarlas a lo largo de 20 meses en 12 distritos se aceptó en abril de 2017. En abril de 2018, se habían administrado más de 1 millón de dosis en cinco distritos. La vigilancia constante en los distritos mostró que los brotes de cólera estuvieron notablemente ausentes en las áreas vacunadas de alto riesgo, a pesar de un brote nacional en 2017-2018. Lecciones aprendidas El aumento de las técnicas avanzadas de mapeo con información local ayudó a ampliar las áreas prioritarias más allá de las identificadas como de alto riesgo según la incidencia del cólera registrada a nivel de distrito. La participación de los sectores del agua, el saneamiento y la higiene es clave para garantizar que las victorias a corto plazo de la vacuna contra el cólera estén respaldadas por un progreso a más largo plazo en la reducción de la transmisión del cólera.
